amyloidotic polyneuropathy, and Down's syndrome. Vascular dementia is a poorly defined disease and its diagnostic criteria are still a matter of debate. 3 We examined e4 frequency in 19 patients with mixed and vascular dementia (mean age, 81.7 years; SD, 95) and in 76 patients with Alzheimer's disease (mean age, 78.4 years; SD, 7.7) 4 by using a phenotyping technique. 3 Our results are different from those of Frisoni et al (Table) . Several factors might account for the discrepancy. First, the two groups in our study were small and interpretation of the results should be made cautiously. Second, the populations of the two studies had different mean ages. Third, the difference in findings could derive from the heterogeneity of cerebrovascular diseases that led to vascular dementia. 6 Moreover, other environmental or genetic risk factors such as diet and hypertension should be taken into account. Far more patients need to be studied and additional clinical, biological, and genetic information will be necessary to determine whether the apo E e4 allele is indeed a specific risk factor for Alzheimer's disease.
Familial Aggregation of Cervical Artery Dissection and Cerebral Aneurysm
To the Editor:
Familial aggregation of intracranial aneurysms and aortic aneurysms is well established; 6.7% of patients with cerebral aneurysm 1 and 18% of patients with aortic aneurysm have a family history of a similar disease. 2 An autosomal recessive mode of inheritance has been suggested on the basis of statistical analysis of families of patients with aortic aneurysms. The underlying gene defect is known only when the aneurysms are part of a syndrome, such as CD indicates carotid dissection. *Number of siblings with either cervical artery dissection or cerebral aneurysm.
•(Prevalence of cervical artery dissection or cerebral aneurysm.
the Marfan syndrome or the Ehlers-Danlos type IV syndrome, although a mutation in the type III procollagen gene was found in 1 of 50 patients with a family history of aortic aneurysm not associated with a syndrome. 3 No such mutations were found in patients with cerebral aneurysms or carotid dissections. 4 Familial aggregation of carotid dissection has been reported in only two families 5 and that of carotid artery dissection and cerebral aneurysm in three. 6 Therefore, we examined the epidemiology of familial aggregation of cervical artery dissection and cerebral aneurysm in 22 consecutively diagnosed patients with spontaneous carotid artery dissection and 38 randomly selected control subjects (Table 1) . None of the control subjects had a history of cerebrovascular disease, cervical artery dissection, or aortic aneurysm. The diagnoses of all the patients were based on the clinical features of the disease and on the typical angiographic findings at the acute stage. Carotid dissection was unilateral in 18 cases (14 on the left, 4 on the right) and bilateral in 4.
The prevalence of family history of cervical artery dissection and cerebral aneurysm was determined among the patients with carotid dissection and the control subjects. They were interviewed about family history of cerebrovascular disease, and all positive responses were confirmed. Definitive diagnosis of the affected relative's condition was acquired before including the case in the analysis. Relatives over 65 years of age with cervical artery dissection, cerebral aneurysm, or subarachnoid hemorrhage were excluded from analysis to minimize the inclusion of atherosclerotic diseases. One case of subarachnoid hemorrhage, two of cerebral aneurysm, and two of carotid dissection in four families were verified among the first-degree relatives of the patients with carotid dissection, and one case of cerebral aneurysm was found among the first-degree relatives of the controls. The prevalence of family history of cervical artery dissection and cerebral aneurysm was thus 18.2% among the patients with carotid dissection and 2.6% among the control subjects.
Genealogical data were also obtained at the interview. The siblings of the patients and the control subjects were then defined as study cohorts, comprising 114 and 189 persons, respectively, for calculation of the risk ratios. The prevalence of cervical artery dissection and cerebral aneurysm was 3.5% among the siblings of the patients and 0.53% among those of the controls, suggesting a relative risk of 6.6 ( Table 1 ). The relative risk was 32 among the siblings of the probands with family history of cervical artery dissection or cerebral aneurysm.
There are clinical and biochemical data to suggest that the integrity of the walls of the carotid arteries depends largely on collagen 7 and that a collagen disorder may be a factor in aneurysm formation. 8 Therefore, we also studied the biosynthesis of the two major collagen types in skin fibroblast cultures established from three patients with cervical artery dissection who had a family tPercerrtage of intracellular hydroxyproline is calculated as the ratio of intracellular radioactive hydroxyproline/total radioactive hydroxyproline in cell culture.
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ffiatio of type III to type I procollagen was analyzed by electrophoresis on poryacrylamide slab gels.
history of cervical artery dissection or cerebral aneurysm and from three patients who had sporadic cervical artery dissection. Confluent cell cultures were labeled for 24 hours with ['HJproline, after which medium proteins were collected for the assay of ['H]hydroxyproline and for qualitative assays. 9 Samples were also taken for assay of cell protein and for determination of the percentage intracellular [ 3 H]hydroxyproline. The rate of procollagen production, the amount of intracellular peptide-bound hydroxyproline, and the ratio of type III to type I procollagen in the medium were similar for the subjects and the controls ( Table 2 ). The melting temperatures of the type I and type III procollagen triple helices from the subjects did not differ from those of the procollagen helices from the controls.
We identified two families in which two siblings of a patient had had carotid dissection; there were also two families in which a patient with carotid dissection had one or more first-degree relatives with cerebral aneurysm. The prevalence of cervical artery dissection and cerebral aneurysm among the siblings of patients with carotid dissection was 3.5%, suggesting a relative risk of 6.6 compared with the siblings of control subjects. Similar studies of the siblings of patients with cerebral aneurysm have yielded a prevalence of 0.4%,' suggesting that the true prevalence of familial cerebral aneurysm may be quite low and that a single case of cerebral aneurysm in the family does not indicate an increased risk for the rest of the siblings. On the other hand, a clearly higher prevalence of 7.3% has been reported in the siblings of patients with aortic aneurysm. 2 The estimated relative risk of aortic aneurysm is 10 for persons with one affected first-degree relative. 10 These three vascular diseases have a prevalence of 16% to 18% among siblings in families with two affected first-degree relatives. 2 The relative risk among these siblings is probably correspondingly increased to 30 to 50, the higher figure being reported for persons with two first-degree relatives with aortic aneurysm. 10 A family history of cervical artery dissection or cerebral aneurysm clearly increases the probability of carotid dissection in a patient with cerebrovascular symptoms.
Our epidemiologic data on the 114 siblings of patients with carotid artery dissection revealed a relative risk of 6.6 for either cervical artery dissection or cerebral aneurysm compared with the siblings of control subjects. The results suggest that either heritable predisposition is a risk factor for carotid dissection or carotid dissection is heritable in some cases. Furthermore, the familial aggregation of carotid dissection and cerebral aneurysm we observed suggests that these disorders may have common pathogenetic factors. 
